Role of triptolide as an adjunct chemotherapy for ovarian cancer.
Triptolide (TPL) has been identified as the active component of the Tripterygium wilfordii hook F plant and demonstrated to possess antitumor properties and induce apoptosis in a variety of tumor cell lines. Since TPL actions are associated with changes in the activities of both p53 and NF kappaB, which are implicated in the chemoresistance of ovarian cancer, the ability of TPL to be a potential chemotherapeutic for ovarian cancer was considered. TPL actions on human ovarian cancer cells were investigated in vitro and in vivo with a nude mouse model to monitor tumor burden both in the absence or presence of other chemotherapy agents. TPL was effective as a single agent in inducing apoptosis of ovarian cancer cells in vitro, but not in vivo. TPL enhanced the cytotoxicity of carboplatin in culture and enhanced carboplatin-mediated reduction of tumor burden in nude mice inoculated with human ovarian cancer cells. Previously, a phosphatidylinositol 3-kinase (PI3 kinase) inhibitor was found to enhance carboplatin actions on ovarian cancer. Interestingly, the combined treatment of TPL, PI3 kinase inhibitor LY294002 and carboplatin was found to dramatically reduce ovarian tumor progression and burden in nude mice. In 44% of the animals tested the combined treatment caused complete regression of ovarian cancer. Combined observations indicate TPL may be an effective adjunct chemotherapy for ovarian cancer.